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Abstract of JP1 11 00400 

PROBLEM TO BE SOLVED: To provide the subject new protein composed of an tnterleukin-18 
receptor protein recognizing interleukin-18, capable of suppressing and controlling immune reactions 
and useful e.g. for the treatment and prevention of diseases caused by excessive immune reaction. 
SOLUTION: This new interleukin-18 receptor protein recognizes interieukin-180 has a property to 
suppress and control immune reactions in mammals including human and is useful e.g. for mitigating 
the rejection reaction in organ transplantation, treating and preventing various diseases caused by 
excessive immune reaction, investigating the physiological action of interleukin-18 and establishing a 
hybridoma capable of producing a monoclonal- antibody having specificity to interleukin-18 receptor 
protein. The protein can be produced by culturing human lymphoblasMike cell line L428 cell (FERM 
BP-5777), disintegrating the cell by the application of ultrasonic wave to the cultured product and 
collecting the objective protein from the cultured liquid containing the disintegrated cell using a 
monoclonal antibody having specificity to interleukin-18 receptor protein. 
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»fflB^WLiM^?^Sfc46©f,^in*E I L-6£& 

7u F-v^mwst^n, amwotstn-i- 
MAmmmmm& B iL-6am 

[0 0 4 i] cco^cot/^a-^^KWis iltff* 
cDNAtU PCRESfCfcDflMRLfcft, -7P-- 

So 

[0 0 4 2] *Ofi«lRtflHBfcjaitSiiS*S 

mmmmm ccdr) j ©7= 
nwm t ~mmm¥m.Mi&m u cdr© 



tswpp 1 1 - 1 0 0 4 0 0 
12 

1 7 - 1 0 C /MW *-C/ ^ P-t;Wn#M A b # 1 
1 7-1 OCit, fi§M»I©^«»^T, * 

n^niBJiMEts^sE^*^ 1 1 stf i zi^trs. 
/mmttiWbT&t), a^7u f-t# 117-1 

OCESl^Ttt, •fcOffi^JS-ll lRtfl 2fel^-rr5 

tf 2 0 e^t«SE5<Jfc * D p- F £ nr v>« 0 £ ft, 
t/^P-t^SfrMA b# 1 17-10 CEfel^T 

CDR1, CDR2&tfCDR3©75/8S 
?UMIMSU £fc, E?iJSEfc^t§E?iJ#^ 1 
8E77;T7^/gfflEW\ fnfft, g»K*tf5 3ffl 
JfiCDR, TftbS, CDRK CDR2M'CDR3 

<975/«iJ£ffi^1-£ 0 ffiftgrftejfeofcttt 

-J,S5ia, 1 9 9 5*m ka-Vf -TVXKfr 

[0 0 4 3] ElOMJOt/^n-t/HSftti, 
77^-r^-^ovh^77^-iCJ;§ I L-l 8R 

LVWm^J 9u—T)WM\ L-l 8 RlgftMt 

tSftk^-frTt/'^D— t/i/Siftt i l- 1 8 Riiii ir: 

^tS^^SXSt, ^*bfc I L - 1 8 Rgftft^t 

ws4^k*7A«k:?is«l, cnt, fflj^fer, wg 

*«Xtt*©W»«»ift«SSt*i:, l»l L- 

1 8 Rwmi<DKhwmmm±-ey^/ tu-i-Mn 

fl«»TSo KtLft I L - 1 8 RSOT«, 

^ffll^l^ii7;Wjy»pH, pHl 0 7iS 

fffctt, 1 L— 1 8 Rgam^l^BtfSt^T-rftfi 

[0 0 4 4] :o^»l©ty'^n-t;l/fiM, I L- 
1 8Riai£$ffiT£fc&©!«LTil£Ii&ffi£ 

JIJfSfcSCB, »*,afW© I L - 1 8 R^fif^ffl 



(8) 

13 

I L— i 8 RffiHilt^v^teSnSL, ifcg 

£r*itf, ««sg^ifi©z:< asm© i l- i s rsss 

§ 0 LfctfoT, C SfcfflSifcBs 1L-1 

8 r mmmmr 5 ^©igggm&fD.sM®!, 

SSfctt. ffllK^ttfflUCfcttS I L - 1 8Rtf/Xti 1 

l- 1 8 Rinan^u^^ff^fcT^^^c^gft^ 
Mni*oas«^aMh' a y 7 y -b-f *o t» ©t t 

-<J , 1 9 8 J&jR{fc¥|iiA5Sfr 1 9 67^3 4 20 
[0 0 4 5] ftfc, dtOJgffiOt/^D-^-A^fttt, 

t b*^£?*?»fc^r, i l — is Rgesissss 

LTl^»VD I L- 1 8<D££fC*rLT£ffi«£fl& 
I L - 1 8©£Sftffl£ffl# , rS©T\ 

0- t^Kft^r L-i BRm&m^m&ztvn 
m<mmmsmm&, i l-i s^gxaias 

T*fc5o <:coS6ffi©l L-l SRgfigfcti, 1 

1- i h^iiu SnLt, zvmmmymtz 
■rm&zo-e, 1 l- 1 sESis 1 l— 1 s Ries 
*ffl 11 s # s c to^Hjico^ «gy&y^si73ffia, 
«?ijgi£tife 1 l - 1 8^#rtK:a«fi#*nft 

I L-l 8©4ifntWfflTfeSo *b(C, CiO^OI 
L— 1 8 RiEfiftfi, 1 L- 1 8*,&$U ii'i-a-tstt 

mw&m-u\ ^mvctr&m, 1 l-i 8^«a!L 
l — 1 8 RMaK&tft/^a-t;i/mi*Mmc^np» 

Otfttti, I L- 1 8 RKW-r§«^ss«^^ 

t % tctborMM ELT&mmzZt a LTJ3 

<„ 

[0 0 4 6] WT. ^M5HKS^^u©fS9!W^T5 



KIJW- 1 1- 1 0 0 4 0 0 
14 

[00 4 7] 
[*SMl] 

<] l-i 8RiaH©PS> Sriti5, 

£L 4 2 8MS(FERM B P- 5 7 7 7) Sfl5 X 

io s m/mmmu mmmxmrmnL 

fe„ £T££Cfdft§iSl (fil 0 g/E) £StBU til' 
ffifc J: OlfilifffitWOR P M I - 1 6 4 0 m& C p H 
7. 4) £<fc «t?fLT»[iJ3a*l#fco 

[0 0 4 8] L©MlfiKJtLT0. 8 3% (w/ 
v) 3Hfc7> ; t-'>At 1 7 OmMhUX-Miii 

(pH7. 7) tvm. (Slit 9 : 1) 
(D 1 OffWdjP^ ftff UfcS, 2, 0 0 0 r pmT* I 0 

CUT, rpBSJ tmto ) KWMt 
JS#U 2, 0 00 r pn>TSaii»5MttT|f}|Sl"|JR 
U 1 mMJaftT^*^^A*^ty 1 0 mM F U XHS 
(p H 7. 2) tfflBSmfi^J 1 X 1 o'i@/m 

-JfflaWrift CpH7. 2) *5/a-^n-x©«l¥ai 

g^O. 2Mfi:ftSJ;5iCjiPX.ft^ L OOOrpm 
mL^SILTiif^JRL-, Ctl%2 5, 0 0 0 r p 

©ttSKl 2mM 3- [ (3-37^ K"/d L° /L) >>' 
^f-^^t-t] -1 -7 > n^>'7.;l/7**-K (IX 
~F, rCHAPSJ ^W^o ) , lOraM E D T AS 

nanii> 4°cT-i 6R3Rgss#ufe&, 25, o 

0 0 r pmT'6 O^^it^lL. ±l : ^SKt/io 
[0 0 4 9] L©1^12mM CIIAPS^^t p P 
B S K£ <0 Wmt LTtS^tz 7 7 m £/7S7 7 Y -f 

Ui'f-y ■ -t?77P-X6 BJ OA^AKJWIfU *7 
ASlZmM CHAPS^^CyPBSti^ffi/ftft 

-raKJtflcxft-^-uft^Ss o. 5M n-7^ 

^-D-^nU-Svatfl 2mM CHAPS^tl 
^tl^PBS^a/fiLfco JftT, RJfeStfO. 16 

1 m g /in 1 ©yKfife-^J^'ftlDJS 1 0 ' 3 13 "3 ^ 
2 5 1 ff btlfco 

[0 0 5 0] C©*iSa©-ai^J^t, SffiELfttf 
oT " : f fllLf;t FT L- 1 8^:4 n gf O/JO 

p7U yt¥^?*6, 0 0 0 jf;l/Fy©^;P^SsI? 
ijxfbyy^Hi- WJxfuyf'J n-;l/6 o o 
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Kf&%4 6, 0 0 0 r pmT?5«£ 

re mm^ ifa ioitu L-i sKfNTixmm 
©t h i l-i 8*3/ig/u^5S*.aw\ cft4_t,e 

fe Q £©<: fefct, ±I5-Ci#ft7]<^iS^Et I L— 1 8 R 
geH*#WrSfc©T**D, I L-l 8£ftffl£€5 
t. CO I L-l 8RgSStfI L-l 8*8StU E 10 

[0 0 5 1] 
[HWJ2] 

wyj f-v# ii7"io c<owm> firsKtfc 

^oT, B A L B/c ?9X©IMf^Jk: L 4 2 8|ffi 
(F ERMBP- 5 7 7 7) 45X1 0 ? ffl/E/HI© 

®HST6®J!F«5£ i 3®a#L--r?7X4M»L. 
fto ffiW^coeaiVfi: 3 0uUE, v«?xoiHlfl!rtK'Ji 
Ml] 1 O^gJCk Dftfc 1 L - 1 8 Rg6S4 1 jig/ 

mnzn&mm u *«©sai^ 5 3 a 1 1 x 20 

»4f#/c 0 

[0 0 5 2] £©f]$»hv9x#fIJiid3$©s p2/ 
O-Ag 1 4MJB CATCC CRL-158D43 
7 "CtC^fSUTfe^^liilif te^-©R P M 1 - 1 6 4 0 

BAH ( P h 7 . 2) tc^en^n 3 x 1 o'm/m 1 m 

1 x 1 o'fl/m 1 K4«<k5K#i&S-ti\ &MMiL 

0 0 h y?> 5 0 % (w/ v ) # >; xf vy ?v 3- 

;F4 &tHfllilWSft%<D R P M l - 1 6 4 Olgitt ( p H 30 

7 . 2) i m i * i ft^MlxMZtoz-, 3 7 °ct- i # 

BHW F U 5 0ml E&SST'lMg* 

&*©R P M I - 1 6 4 OStt (p H 7 . 2) 4/I^to] 

a, sa^wufta, rxmrnnmLtco c ©shush 

A TJSflSfcffiB?-^ 9 6 7 x 7 D ~f\s— hiC Z 

0 0 p 1 /^zJKf'JML, 3 7 °C7? 1 SF^ >^ 
^- F LTt\I 1,2 0 OfllSiflVvf K-^fcWfco 
CftS<0/vf 7'J F-v^igS±rticfflE^»y 3-2 

( a ) X'M<% 2 aS©JS£tOftffi** tlJiffl u 

1 l-i b©i l-i 8 RUfanatf l 4 2 siba© 40 

$£&4SItM«T§i8i±i*4^ftA^7"y K-v 

v©^n-y# 117-1 0C4Sfe, 
[0 0 5 3] 
[£«3] 

<*/?n-t>Wft#MAb#l 17-lOCORRfc 
[0 0 5 4] 

[*JV?I] 3-1] 50 



ft|jr-J¥ 1 1- 1 0 0 4 0 0 
16 

^ P-tMEftM A b # 1 1 7 - 1 0 C <DMWt> 

1 0 % ( v / v ) 7 MlftS'iM ^MAii t fc r p m i — 1 

6 4 0 tgtt ( p H 7 . 2 ) till 2 <fc i) f#fc 

m^7U F-V # 1 1 7 - 1 0 C 4«Sfilft 1X10 

^5%CO^y+i^-t, 3 7WmL 

5 m 1 /BEBKfi&lf LTfeWfc BALB/c^^Xfl) 
IWttrtKA^-ri; F-v#l 17-lOCSlxio' 

[0055] v>x*»5B**»iRU, iat7yt--) 

jU4 6 0 %mz & S J: 0 IC tax. 4 XI? 5 ».H ! iiflha U 

fcft, 5Sfc#»U fcH»K*SB£Lfc fl <:©i*i;4 5 0 

muim^mftvvmm (pH6. s> tsgsu 

»^|iiJ-jtffit^LT-B!«b?c^, 5 OmMftftt 
Zl***y>AiS« (pH6. 8) fciUWtUTfe 

0 OmMOjBflOk^A'^AigJS (pli6. 8)4, 
*(C. 3 0 0 mM©»|ftZ7j<S6A U -> Afgffi ( p H 6 . 
8 ) 4a® Uft t Z. 6, fflt-Tm* V VJ*®&i? 3 0 
OmMOt^ECO JMJ / ^ n — t MTtftM A b # 

1 1 7-1 OCftmiK* iRltix ESS Ofi 

/^n-f;l/in:ttMAb# 117-1 0Z\t4L.J^v 
[0 0 5 6] 

^D-t^ftM A b # 1 1 7 — 1 0 C©tt^> 
[0 0 5 7] 

[^ffl«lj3-2 (a) ] 

< I L - 1 8 Rga»t?t1-SS^tt> L 4 2 8 MS 
(FERM BP-5 7 7 7) 40. l%(w/v)7 
-^ft-t h'J"?At$9, 0. 1 % ( v / v ) >> ->lfllif 7 
7b7"5 yftffiJMLft R P M I — 1 6 4 0 ^ ( p II 7 . 
4) £fHB!l?j£4 xio' ffi/ni 1 KftSi^tffafS 

3 - 1 ©^ii e i *> mr^j v u—f 

;l/ta#MAb# 1 1 7-1 0 C%1SU££0. 019jir/ 
mK 0. 209jig/mK 2. 3/ig/m], 2 
5. 3/tg/mlXttl 3 9. 5p g/m 1 tftSJ:^ 

to. i % ( v / v ) 9 3/MSr 5 y 4*0M bftH'J 

©R P M I - 1 6 4 Oigffi (p II 7 . 4) tJtfSLfe 
[0 0 5 8] ±Satf|8SUft»lfi»)fijS*5 0 /t 

1 Tot "9, cntgg©ffiaTS±ffit/ f n— 

K*^«©^-fti^4 5 0/ii foftx, 4 "ct- 2 wi ! y 

fi»L,ft*, HtSEUfttfoT ' !i ItiOflilftt 
FI L- 1 844 ii g#&, 0. 1 % (v/v) •Ji'jfii 
fS7;^5 >4ffi^L7c RPMI-1 6 4 0^1 (p H 

7 . 5 ) 4 5 o ii i -f^nx., m cmret h i- 3 o ^ 

Y/*J*Wb7$]s-hmL m'AVcl : 1) 42 0 
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Qjilf-Olm^ 2 OU 10, OOOrpmt'SM 

rARc-3ooaj zm^-cmtm 

' a lHHt h I L-l 8*4 ng 
t h I L- 1 8*4 M ghW'X^ (#tfHWIS^K) t 

*ratn L-i 8*jta*.&^& cess^g) **ti* 



) fMrff 1 1 - 1 0 0 4 0 0 

18 

^n^miKmwtxu mm (%) *ftit 

Lfco 1,^*0 1 E*To 
[0 0 6 0] 
[Si] 

x 10 0 



[o o 6 1 ] s st, mum i to^gfc <£ t)^ft i l - 

1 8 R3eH*3€T7jcBfS£5 0 p 1 f Ofc 5, Cftfc: 

,iri 1 1. »»ai$ Lfe^ey ^ n-t^ffiftM a b 

# I 17—1 00*50 fi lira*, 4°CT*2^SffiL 
,iS i wmz M L - 1 8 * 4 n g Wit P 
Mn'J^TS &{C 3 0 5->|!'»:Ufc 0 * dmg/m 
] y -^n7'J y* 5 0 ji 1 to A, JktfTT? 3 o#H 
limine 2 0% (w/v) 20 
fcft© P B S * 2 5 0 m 1 AP*., SW^TTS 6 K 3 0 # 
HMWU 4°C, 6, 0 00 r pmT*5#H»i>»* 
U tt«^*®RU ^©MfM*±IBfc^«i£b 
Tij£Lft 0 

roo6 2] i .ih^k: . z/zu—rmmmtz- 
7/ " lfflKfcM l-i $&4ngttt>mm 
t m l- 1 8*4 ii gmm mmm^m t 

F I L — l sSluit&^S OSB^E) fctti 

^ti^nRiK^-rstfuu ks* (%) *tm 

Ltc a SS*g] 1 EflftEtS. 

[0 0 6 3] HlKW5ft*<fc5iCs L 4 2 8$fflJfi*J]j 
I L — 1 8 RS91*fflV^£ 
fe. t/^u-t;^ft.MAb#l 17-1 OCOSS 

: r't 5 K LfctfoT, I L - 1 8 £0 L 4 2 8 
tf I L- 1 8 RgaR^©^U^Kffi§£*lft 0 
tcDC £H\ t;?n-t;l*BtMAb# 1 17-10 
CtfilW© 1 L— 1 8 RfflfanStf L 4 2 8«©H 40 
Mt^ffif S t #X. P>n5 I L— 1 8 R(C I L— 1 8 k 
tin- LTlcm Lfc C t t I^RttC ^*^J 1 

H, T&b-^ I L- 1 8 RgfiJS*^tU ?LT, 
t/^D-t^^MAb* 1 17-1 0C»3I L 
- 1 8 RSfig£#g«£KlST S^V £d— f ^Kf* 

[0 0 6 4] 

[3M3-2 (b) ] 



<t 919ft I L-l 8Rg61J8?S©-S5££tK cinic 
2 . 5 % (w/v ) Fr^waat F 'J •> ARtf 5 0 % 
(v/vj ^y-ty y^ 5& Mim 2 / 3 giiiinx, 
3 7 °ct? i B#5g-r y*^- f LfcSL m&fc t ft ^ 0 
T, ji^J^#ftT(<:fe^T^Wafa l 0 715.2 o%© 
^7 :yxy F S D S - P A C E *MJ II LTtfSRjSftfc 

i ff^l/'J^fi'i ^MfJ 3 - 1 ormic & 0 ftfc*/ ^ 
n-^;l^iftM A b # l i 7 - l o C , rra ^x- 
XJ Slf7-T-y2 OJE^Wffll 0 /i g/ml , 10 
% (v/v) ^tfO. 0 5% (v/v) 
0 m M h y X -1M^1« ( p H 7 . 5 ) t 1 WlOiUui 
Lfd&\ 0. 0 5% (v/v) 'M->2 0**05 0 

™m h o x-siiffire ( p h 7 . 5 ) T-mLxmm 

©tfift*l»V^fto - hP^;l-n-X)i*H?¥7- | i-t:/^- 

o7y>RftO*lt 1 0% (v/v) 7*U7^I-X 
RtfO. 0 5% (v/v) v4—yz o*€-tv^ti^o 

h y ( p h 7 . 5 ) k i i^nsai ltk 

JS$^, 0. 0 5% (v/v) ^^->2 0*^tf5 0 
mM h y X-tMffi« ( p If 7 . 5 ) ICX K> WfiLTc 
ft, rvi/+A8Bftfi*>y h S"ECLki t. J *ffi^T 

[0 0 6 5] |i?JWt> t/^O— ^-;MR*MA b # 1 1 

7-1 oczmbmww, mtmmmmLx 
y^y (6 7, ooo^i-hy) , t$7>v7$y (4 

5 , 0 0 0 ^>h» , AM-'y^7yt FQ7- s 

(3 0, ooo^hy), vy/yy-fytV:*- 

(2 0, 1 OO^H-V) Rtfa-7^h7;V75> 
(14, 4 0 0^h» *ffl^fc D eS*H2JC^ 

to 

[0 0 6 6] 02©^>«ri^ilttfe^T, ^/^D 

^/ ^ p— fjm^mm^-y z \ammti%t)\ 

£:©^FI1I L-l 8RgaSM^T^yFT-£ 

So 



[0 0 6 7] 

D«3-2 (c) ] 
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01) 



W1,W 1 1 - 1 0 0 4 0 0 
1 OmM^xyjghJ-HJ >>A*j8ffi (pH7. 0) £ff 



< 1 L- 1 8 K#t3ffittffiiF> t t-SttWHtejUUS [0 0 7 2] 3 5ml g&fcf £ 5 . 7 MEft-fe 

HtEb*T§ffiftl«©-a-t2B§KG-l» (A isVLZttSQ. 1M EDTA(pII7. 5) £ii:A 

TCC CCL-2 4 6) ^100(ig/ml V-f U ^±^t±iiBT?W Bnfc£»»^»1 U £ 

>-yt 1 8. 8mMfiBfeK*rt h ^I^Wfft^ ©«»OSS» 2 0°C, 2 5, 0 0 0 r pmTZ OS#KI 

10% (v/v) £S/teJIM£ffiJgUfcRPMI gJii^ilU RNAB#£Jf8bfc, <K9RNAH# 

-1 6 4 0«* CpH7. 2) fcfflJK^gl X 1 0' 11 ^15mlg*Lf£t(], ^DD*M/1-^; 

/m 1 J: 7 1 O^ffifcJ; — MSfK CS*it4 : 1 ) fctSga&QXs S^fSiSS 
D#ft^/7 0-t/LKftMAb# 1 1 7-1 0C£S 10 U 4°C, 1 0, 0 0 0 r p mT* 1 OftHJs'frftllLfc 
gi ojig/ml tft4±3tlin*fta, 3 7"CT?3 0 7k*»*fiBRU CtlCx#/-;Vt 2. 5fd£?i!in 

^^i^hLf; 0 A, -2 0*CT*2^lSgbT±RNASaS6S-B-fc 6 

[0 0 6 8]Mc, 9 6 f? x/WW V a V fc±I2 d ©H3B£S® U 7 5 % ( v / v ) 7kftx£ /-;!/? 

KG-lffl|fi»aBll*5 0fi l/fi;I/fO»aU * ft&bft& SMl^KO. 5m ltJgSbT/Wru 

nc, tUL-i 8*±,Ei:iiij-©s?fwaiffjficfflis k-v# 117-1 o c£*©£rn k^mmm 

Ong/mK 1. 5 6ng/mls 3. lZng/m t#fc 0 

K 6. 2 5ng/ml, 12. 5ng/mU 2 5n [O 0 7 3] $r < bTf#5ftfc7k7§$tt 1 mM EDT 

g /m 1 5 0 n r /m 1 £ft5 J: ^ fciSfffbfc fc © A&tf 0 . 1 % (w/ v ) 'TfrUi/lWZft?: ftfttr 1 

#50/i I/<Jx>H*Ojta*, ±EtH-©«r OmMhyX-fflWHBffi CpH7. 5) *0. 5ml 

S^ipltitCiiJg 5 |i g /m I t ft § J: 5 iC'f§M bfe 0 # 20 fln*, ±1* 1 m 1 t bfc. Ct0g«^H*n^iS^ 

^*'f*5 0fi l/^x^-f-Din^ 3 7 t CT'2 4fhft/H Urf(dT) 3 07T7^X faj-y if'V ?Xd T 3 0 

y^a^- h Lfel IgliSWU -?■<£) I F N— X-A-j Siml to. 6 5 °CH 5&®&&1<#fc 

y £l*jat0Bi6ftfi7 y -fe^fc J: & «Kfc e Mff b tfe, T?H^bft„ KhWlX 5 Migffcf h 

T, I L-l BfflfiKOS, tHL~18 USO^O. 2ilte, 3 7 °CT 1 Qftffijy* 3.* 

t/^D— ^/PR#MAb# 1 1 7-1 OC&gflf&bfc -fbftft, 2 51C, 10, 0 0 0 r pmTH 0#I8BI 

tLtz 0 (S«*H3C^t 0 ftfe. @3fc*tIFN- MB»K0. 5mlt»»U 6 5 17 5#|HH , >'* 

y^iti, mmimmm cn i h) *^A¥tfc ^MTyf'yWA^mRNAmsm $ 

I F N - ySMft (G g 2 3 - 9 0 1 - 5 3 0) fcS"3 6*lfe!k»*EaiOX^/-;I/SiqA, 4j£bfcttJS 
tUBJ&fiE tlU) £ift||LT83*LT^5o 30 *»®b, 3BBiaibTs mRNA©B»« 

[00 6 9] B3fC^1"g£H:, t/^n— ^;PKftM [0 0 7 4] 0. 5 m 1 f?EJS§£ 2 SmMSKffr?^* 

Ab# 1 1 7-1 OCAUt^-fSfc, ft^fi^Wtb ^4jiU 5 00mM«[fl:*y^*^CriOO 

T<DKG-l»lBfc:*itt6 I L-l 8£«fcS I FN-y mM HJX-fflgg« (p H 8. 3)*2ftl, 25 

^tdi^Wn'fStlS C ££*bT^£ 0 mMdNTP^y^XSrl fi K 4 0W&/fi 1 WUtf 

l±, t/^n-t;I/tiiftMAb# 1 1 7-1 0C*M L j^W-tf-^kW-SO. 5 |i K *bT, 20 

- 1 8 fclI£rbT K G - 1 fflJja<t>gffi£#ftT3 I L - 0W|i 1 Oji*e^S^S 1 m 1 ^tlftiiP ^fdt, 

1 BR^MilU ^illitbr, I L-l BtctSKG- 5 0/iM7>'^A'N*-9-?^b^K«5fiiitfc±.E"eW 

1 »^MOl ; fSeiWfftd t=£^bT^5o SftftmR N A©H«ft* 1 0 n gfjPK, SSl^/KT 
[0 0 7 0] 2 0 /i 1 t bft 0 #S tlfcE^tl^ 4 2 2 0 

Mi?iJ3-3] 40 MW^i^-M, 9 9°Ct?5^!IHy-^ 

[0 0 7 1] KcDNA *^tfSS*SSft 0 

WI3-3 (a)] [0 0 7 5] COE(5*J* 2 0 p 1 t 5 , 5 

hi- '- 1 tt§ nj tf»7 5 j mm) mx m/ ? 1 h 7 ? d n a * u ^ 7-- e v? 

oT, ^W/U H-v#i 1 7-1 OC^l 0% (v/ n~>KP f u#y*7"Kl *1 fi K T.Y^fJ- 

v) ^y|»fM£b7iR PM i - 1 6 4 Omm y'mmmWM. l 0 p U ^bT, Z 5mM d N t 

( P H7. 2) Ki?itt^^ P^y^i fi i^^-n^nto^, 2^£, -byx7V 

3 7 •C-piBW^-Sftc FTT»!0»Sa^SKSbfcflt*T'^ ^v-&tf7y^-tyX^^v-^LT, ^V"^ ■ 

-bKtfO. 5% (w/v) ^;P3v-;P^n^nrYtT 50 yXl , Jtil 95^, 2 771S3 2i'i (1 99 6^) t 



21 

mmnizp c r ^7^v-fcs^*fc¥^j«Lft 5 ' 

— GGGAATTCATGRAATGSASCTGGG 
TYWTYCTCTT-3 '&t>*5 '-CCCAAGC 
TTAGAGGGGGAAGACATTTGGGAA— 

ftjSSiinjL MSIf©*T?£fi£ i o o /i i ^ tfefc* 

9 4 °CT* 1 ^>^s 5 0 °CT 2 % m, 7 2 XT 2 ftfiB d £0 
IIffT'-f>+a^-H-S-9--Y^;l/^3 5 0HMLTP 

g£9J££tr D N A IffJt £?#fe 0 10 
[0 0 7 6] 

SIS3-3 (b) ] 

mMKmz mnmvj $;mm> mum 3 - 3 

( a ) m& ic tfc 0 !#/cg?-X Y 7 ^ F D N A *^trS 

lt, wen, xx • • ^3-yX6 r;w* 

t^/D^-J , ®9#, 8 87^8 9M (19 9 1 

5 — ACTAGTGGACATGAGTGTGCT 
CACTCAGGTCCTGGSGTTG— 3 ' Rtf 5 20 

— GGATCCCGGGTCGATGGTGGGAA 
G A T G - 3 ' T*3S£ft£SSE?iJtf>* 'J 3 5t £ M"?- 
K£ffi^fc«fla£i&«3-3 (a) tl^SiCiML 

DNABfK-*Sft 0 
[0 0 7 7] 

[M«-3 (c) ] 

X-k'SM\& (GDR) £^LTjlgLT&£, SWCfifK 30 
Lfc#5JI^LT^§ 0 PfSKf*P±©^ - 

l^S ©Eft LT, C D R ©7 5 /KKjajfiifittcTfc EiR 

mmz-z (b) T&'&LKr^/m&mt, 

A b # 1 17—10 CE&Wti, SlIfCfctfS^Mil 
#<DCDRti, E?!J!!E&tf 5E#^t 1 3 (CDR 
1) , E£WJl 4 CCDR2) fttffEJlJflWl 5 (C 40 

dr3) \z.7f<t7^mm\mL, %tz, mm^m 
%vmmm c d r t±, EMstfcttSEMS^ 1 e 

(C D R 1 K 17 (C DR 2) RtfEPJ**! 

18 (CDR 3) C^t-r^/«fil>J*^bT^SfeO 

[0 0 7 8] 

[HS0I3-3 Cd) ] 

{nitiiiJ^n- KtS£l&* D N A£D«fg> lllJcfe 

ttSBi^a*^- Ytmmm 3-3 (a > o^g-tc 



W!jfJ¥ 1 1 - 1 0 0 4 0 0 
22 

//i i©xh7*^-yS!DNA#y^7— if r#n- 

>FP f utflW— tfj * 1 /i 1 , Z\vW-y% 
MWMMWk lOfiK -?"LT, 2 5mM d N T P 5 

-&tf7>^-t'>XyvYV-t LT, ^ft^'tU 5 ' 
— TCAGTCGAGGCCACCATGAAATGC 
AGCTGGGTT — 3 ' RTf 5 — GAGGATCC 
TCCTCCTCCCGATCCTCCTCCACCT 
GCAGAGACAGTGAC — 3 ' T?*StlS«SE 

^j© * >; p 51 ? u# ^ h n^f tiaajn a, «m?i@ 

**flH*.T£** 1 0 0 |i 1 t LTz 0 u©^»9 4 
TT'lM 72°CT'3^o^Mff 
T>f:/*a^-hT5lM*/]/*3|H]fi£Lfcft, 25 
tx 9 4 1 #181, 6 0 °CT 2 m 7 2 °CT 3 flflfl 

cmmpTjy*^- vtm^ 3 5 

TP C RgfE^-yrft^cl^, EWcfctt £E?»^-2 
U^tSSE^ *0JSSE0J©5 'SSSta^tl 

LT, 3 ' »E]gg?tLrcWlg*B a mH 1 fc<fc D 

[0 0 7 9] MtfLT, (3«K:*tt«Rr«1HW«3-F 
tSH»iJ3-3 (b) ^ffit^DtfftDNAir^ 
lOngttK ^yx^-i"7-^7>^>x/y 
•Yv-t LT, ^tL^n, 5 ' — TCGGATCCGG 
AGGAGGAGCATGGGACATCCAGATG 
ACTCAG-3 'Stf5 '— GAAGCGGCCGG 
ATCATTAGTGATGGTGATGGTGATG 
CCGTTTTATTTCGAG— 3 ' TSJtlSiSS 

mH i ij Kra* 

ZLX, 3 '«E^'i$tlfc!liHPIfiMNo t 
Ifc£*UJBiaSffifc (His) .*^*3-Ff5faS 
E5>J^ b^5D N A lrfr*#fc 0 
[0 0 8 0] «ff< LTW5nfc2#:K«DNA^-«J 
B a m H I &tf NotlfUliXho 
I tCJ: O^iVfhJ&SU £6^L46^JI®S^X h o I 

m'no t nawiLT^r^yk'fni/'iys 

•/7X5K^7^" ITpCDMSj *1 OngjtaAft 

h -^-yaV2j SllTl 6 0 CT2B#F^S[S$ 
^T^X5F^^-rtE±BE2fflS©DNAHM- 
Jf ALfc 0 ^V>T\ tSELfc^oT, Ci?)7°7X5F 
DN A*.fjl-T-f y'i hO^iVi^il I'M G 1 0 6 

i/P3j sjgseii-rs-s, #en/£BSfi^* 

rCDM/l 1 7-VL-VHJ §l^/ctC5, 0fi 
rCDM/l 1 7-VL-VHJ imkttifcm 

MDNA fpCDM/i 1 7-VL-VIIJ tfc^T 



(13) 

23 

17-1 octm zmBtfmmrnmzmc? 

-FTScDNA ri 1 7-VL-VH cDNAjtf 
[0 0 8 1] 

DWI3-3 (e) ] 

(d) (jymx^mmmmmt itcdm/i 1 7- 

VL-VHJ ^7>tf->V>2 0 jig/m 1 trhv^ 10 
^^•JVlO/ig /id 1 ^tl^tvgt? L BgiS ( p H 
7. 5) KgfflU 3 7*CT1 B^HJgflLft^ @3 
6 Sfr^K U (1 tlS^St <t 9 M LT 77 X 
S F D N A £#fc 0 flJJk 7 7 ! J * 5 F 'J If 

1 fM>£ C 0 S - 1 S0JK1 C A 

tcc crl-1650) m&x Lk^rmmt 

±IBT*'#ft7°vX5FDNA*20pgi: 
<3 , c n^M j ;i'f-^<?)x 1/ * F a # b~ *> 3 y&ic j; 0 
1 X 1 ()' ffl<7)C 0 S - l SW^ALT^fMft* 
fffto «g»ffi£i#©lS»lfo!ffi§« TA S F l 0 20 
i j * 1 1) , C tlfcj^ntslft Lft C 0 S - l 1 x 
1 0 5 f1/m 1 ©fJ^BaiU «SCl/ft*^T5% 
COi-T^a^-iK 3 7fP40iaJg*U E 

FN i -NTAJ ©A^AK^ffiU 2 OmM-f 52V 

*7it 2 5 0 mM-f 5 %"I-lV%^tS? B S %MW 
U }»ttifS*-£lt*O^Hbft. 30 
[00 8 2] SIC, L4 2 SIMS (PERM BP-5 
7 7 7) $ttBffi£l X 1 0 8 H/m 1 fcft6<fc5iCi? 
BS-Sft, 0. 1% (w/v) 7^tthy>A^ 

0. 1% (v/v) 7Mj^Wij£^LfcR PM 
I - 1 6 4 OJgjfc (pH7. 4 ) & 5 0 fi 1 fO/Mfr 
U Cfl£±M#St«»)i»^f ftfrfc 5 

0 ft 1 -f-Qimaifcft* 4°CTMW ; |,'WL^ 

±E 1 H?«<D R P M I - 1 6 4 0 fflktcmt Lit ™ I 
lit F I L- i 8£4 n g-f-otoTU 1?Y-£ 1 5 0 p 

1 t U InJ M^^E 3 0 U iW;l/7 40 
^b-F/W7^I/7^U-F?g$ C«bl : 1) 

20 0jjltIIU 2 0°C, 10, OOOrpmT'5 

S,iS*7a*Sy^>v^7y^- TA R c-3 0 Ol J j 

£&t?M^b£ Wcffitt, * ©fc^lfl^Jt® Oft 

JiJ^k:fe^SIE9'JS#l l&tf 1 2E^1-7 5 ySE5<J 
tf, **iWu ^/^n-t;FEf*MA b # l l 7 - l 
0 C C fefrtS TffflRtf B«I«5IIEtti«07 5 7 !»JT" 50 



WUJPP l l — I 0 0 4 0 0 
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[0 0 8 3] 

mm 4] 

<I L-l 8RtBJI©Si^^75/l£r» 

[0 0 8 4] 

M4~l] 

< I L — l 8 Rg£I©ffiSI> &8MSII3- l ormKk 
DUSLftt/^n-t^ffiftMAb* I l 7-1 0C 
7 8 m g £ i^f L , jg«S 0 . 5 M tt 

ft*Fy-72v£3trffliB£«$ CpH8. 5) EftLT 

4°cti mmKLtz* tm., fstu^oT, 

S*f Affile 7 7 7 7 Siftft -7 7 yWfcWfh f C N 
Br-7^f^-f'? F ■ -fc~7 7 D — X 4 BJ ^S* 

^rVWu-ty 7n-t;H5tf*MA b # I 1 7- 1 0 C£l.'i| 

^ttl-ykm^MiLs 2mM CIIAPSS^ftPBS 
K i D ¥ftft UftS, HSfSM 1 ©5?i*fc .fcOWfe I L~ 
1 8 RBaK*^*ffliS*£.fiU 12mM C H A 

p s*i^trp b $%m&LT3mJWd%^T~ a 

ft, *^At2mM CHAPS#t?3 5raMlW 
5> (pH10. 8) *aftL-3-3, iSffi^Sm 1 1" 

ofML, ^n^nioH^fcfe^s i l — 3 8 Rsas 

©#MS*JSM 3 O " : ' T ffiHH F I L - 1 8 Sfflt^S 

[0 0 8 6] H4£M&tlSct5£s H»M1©I L- 
1 8 RaeH*£&*iSffi<D<J: 5 d I L - 1 8 RgfrH 

ft^m^5-rA/77^^T^-7PVF^7^-* 
SffltSi, 1 L-l 8RiaM^7 J f-7°ft:f-tf- 

[0 0 8 7] C©i5CtTfilSlLfeI L-I 

8 Ra£en©-jw*i: 9 , p b s cp, 1 0 0 *ct 5^>im 

^y+a^-hbft*, (a) ©73 

D 8£gft*8l£ Lft t C 5 , I L - 1 8 izm 

[0 0 8 8] i h E , ±ga© ± 5 K LTSftWS 1 L - 
1 8 Rgefi*»!©P B SC?t»U §?ST\ P B S 
fcftLT-EMU HSfiMi©^S;-£<tD IBM 

t f i L-i tffittvT-zmmm ^bs'j 

* l mM^n^ninx-fdS, 0 c CT"2l^Sf>iltT I L 
-18RMQHfc' 3S rffllSltF I L-l 8fc0*fr&# 

5) £aS!tt5 0mM£fr5£5£ftia., 0°C^2^fCl 
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y i^sds-page itmm brm&n^ 
[oo8 9] mntzt-Yy^^Mz&y^^ 

O^ltt, Jlt&ttJ:, ft 5 0 , 0 0 0 7!lM 2 0 0, 0 

o o $h Y yxh 5 <: tmw Lfc„ t h i l - 1 8 o 
^Tl&ft 2 0, 0 0 0 F >T*& § B , I L - 1 10 
SRifiifctH L-l 8*M»fa^Lftti6£t 
T L-1 8RSaitD^?lt±^3 0, 0 0 0 

[0 0 9 0] 

[^ffi^]4-2] 

< j l - 1 8 Rgei^-w k • v-j t^> gygpj 
4 - 1 o^tct owimm i l - 1 s ribs*, s 

je9J£LT<Z>2% (w/v) i/^bUJ F-;Wrft 
T, >//F)lJf7. 5% (w/v) CDSDS-PAGEC 

■t^i/S^ScftU y/v*o. i% (w/v) 20 

->-7Uy7>F7>-*ftiM0% (v/v) ?K14^ 
7V-;b£ 1% (v/v) S{g«g©?M?gC5^S 
iSLT&feU 4 0% (v/v) /Rtt^/^t 1% 
( v / v ) ilffi;tigffi®il%ic 2 B«yl Lfc& y> 
KfcttSftflUS 8 0, 0 0 0M1 1 0, 0 0 0 
h^ffi^tSSfefegP^^aiL, 0. 2MK®7>t 
-72*^tf 5 0% (v/v) ?J<tt7-fe F~ F U^SAn 

U 0. 2M^il7y ; &^7A (pH8. 0) 
55«BLT!Il£#m ^P^^Sh'J^yS 30 
M **s->r-Vl/V>r • fV- F • tf-f 7 F • F 
07*i//J SrO. 1 fig/M I 3t?l mM&$?fc 0. 2 
Mm«7 y*-V A ( p H 8 . 9 ) ^ft^ftilMn 
X., 3 I'CT-im&S^rc, 10% (v/v) HJ7 

1% (v/v) HJ7>l^PfflfcJcigiSfc6 0% (v/ 
v) /J<ft7^h~ FU^JM^ 

[00 9 1] C ©ffiSfft^ft 0 . 0 6 5 % ( v / v ) 40 

■7->7^M*^PVh^'-y7 -f-ffi£7A JU.RP 
CC2/CI8 SC2. 1/1 0J ££ffiU SfHi 

!feb^ I 6 o^T*7-th^h';;H8S^O% (v/ 
v)^80%(v/v) ^T*EHW^±-W-tS7-t'F 
- h y ;WDa£*e"l\ 8 0 % ( v / v ) *tt7-iz F- 
hU^ltCO. 0 5 5% (v/v) hi)7Maftl 
7_kr£«£ 1 0 0 /i 1 /#©8fB£TjI}SLfco SS2 1 4 

&mu mmttfrmism, ssom ft 5 50 



tSUHT 1 1 - 1 0 0 4 0 0 
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5#flL ft5 8M, ft 6 Zftfe, ft 7 2^ ft 7 5 
W&Mim 7 7^m^jgffit/c^7^ FBW^n^ti 

mimmbko w^trzt^x, cn^^WK 
r-w Ktffifr 2 j , Fitfn- 3 j , Wf- f 

W^FIrK-7j Stf W^K8rfr8J fcn'7= ) 

— y >t?-- IT4 7 3 AgJ fci&SKfctEl^ 

3 7i£ 1 0 fc^fr 5 /«EW*^t8 c: fc*^JWL 

[0 0 9 2] 
SMU5] 

U/vt-Xj *1% (w/v) #t?£S»KE?M 
4©Sffifc«t5Sft««I L-l 8R^a!«*lmg/ 

m 1 Kftsi^KjSjif u fifSfctfe^^Tft'iffiisaie 
[0093] itmmmhtt&ii. tt-mm&n 

[0 0 9 4] 

/v) #if*Jl»l< 10 0ml K*»iJ 4 cD^iSt-J: 
DflfdS 1 L - 1 8 I 0 0m grSffi-U # 

mc Lfctf-Dxm&mfc «t 0 ssts Lm ^ v 7/ms 
k 1 m 1 tomu WBmhm, mvrz B 
[0095] ^mmnrz^a, sa^sfet^a 
tr«§nfes&feis • ^mr&fttoto&mm t lx 

[0 0 9 6] 
K*M7] 

r;^jfX7n-l 0 4J t^iegd hF- 
ab-X»* S> Wvfr-TJ ^r^n^' tiffin 1 . 4% 
(w/w) St>*2. 0% (w/w) Kftfti^tiffif 

na^j 1 ©^tei- <t oi#fc 1 l - 1 8 Rga«*fc] 

-K^Lftft* pH7. IgSOiL 
- 1 8 RlSl^ft 1 m YWB^mtu 

[0097] m&t%&mmhtc*3,ii, $rdm 

[0 0 9 8] 
[|»8] 

<mm> mMMym^ « f -xf/>* f7 / -r > 

F-ZJ KS)»ff!l4©^S{!:J:t>#ftIL-l8Rga 
fcte&fammVl* KiWlLX'MiHt 1 Sii (ft 2 0 0 m 



(15) 



27 



1 _ ■ I L 1 8 RgBE&tM^fcWFtltt 1 
[0 0 9 9] Ififfiftfflfet 

CO 1 0 0] 

ma 

MlftKfiO L D 5 0 fct 1 L - 1 8 RieiOlfcJftS 

r ia t h it smmxmt s ehs&£IE£ l 

[0 10 1] 

T^So zmmoi L-l BRSaMii, kh^t? 
"i¥LSK fc^TftiSEEfc* WJ L/c 0 PffiT « 20 

tz. t at, comi® i l— 1 8 Rsesa 1 1- 

1 SCOSIftfflO^li^ I L-l 8R£&KKtf£tt 
[0 10 2] t©8W0*/£a~t;Wnf*HU I L-* 



^ ; J!JT 1 1 - 1 0 0 4 0 0 
28 

• 1 8 Ra6KC#SWESiStSO^, IL-1BRS 
eaofilStfttf^ffifcWfeT-fjJIJT'SS., CWJl^ 

h^77-Y-£I L-l 8Rgajtfc*»»K*#Cm 
£WdlJ|jt§£t£I;iu fi*ti£«D I L— 1 8 Riiffifi 

*<«'><di$iki£#;&t*#s*u sfts tKomnzyz 

n~f]Wim^%%ifofm^& % 1 1 tti, 

i l— 1 8 Rsast*jsi^iffl'pfflafi<ifttti'r5c:t^ 

5PI«MfctfEM£i£ti, I L-l stfjKgWffflgfc: 
BJjfD I L- 1 8 RffiaHStft/^O-t^KftMtftC 

^nsoBrM-ti, i l - 1 8 Ricmmmm^mm 
[oio3] n<mmm< mmi'm\wx:%4t% 



[0 10 4] 

[E9>J«3 

mmm ■■ 1 

: 157 



Tyr Phe Gly Lys Leu Glu Ser Lys Leu Ser Val He Arg Asn Leu Asn 

15 10 15 

Asp Gin Val Leu Phe He Asp Gin Gly Asn Arg Pro Leu Phe Glu Asp 

20 25 30 

Met Thr Asp Ser Asp Cys Arg Asp Asn Ala Pro Arg Thr lie Phe He 



35 



40 



He Ser Met Tyr Lys Asp Ser Gin Pro Arg Gly Met Ala Val Thr He 

50 55 60 

Scr Val Lys Cys Glu Lys He Ser Xaa Leu Scr Cys Glu Asn Lys He 

65 70 75 80 

He Ser Phe Lys Glu Met Asn Pro Pro Asp Asn He Lys Asp Thr Lys 

85 90 95 

Ser Asp lie He Phe Phe Gin Arg Ser Val Pro Gly His Asp Asn Lys 

100 105 110 

Met Gin Phe Glu Ser Ser Ser Tyr Glu Gly Tyr Phe Leu Ala Cys Glu 



115 



120 



125 



Lys Glu Arg Asp Leu Phe Lys Leu He Leu Lys Lys Glu Asp Glu Leu 

130 135 140 

Gly Asp Arg Ser lie Met Phe Thr Val Gin Asn Glu Asp 
145 150 155 

[0105] wm : -i - 2 m\om ■ 7 $ / m 

flS^MS : 157 50 F^p^- : [i'llM 



f.''1jr-l¥ 11-10 0 4 
30 



Asn Phe Gly Arg Leu 
1 5 
Asp Gin Val Leu Phe 
20 

Thr Asp lie Asp Gin 
35 

Tyr Met Tyr Lys Asp 
50 

Val Lys Asp Ser Lys 
65 

Ser Phe CIu Glu Met 
85 

Asp Leu He Phe Phe 
100 

Phe Glu Ser Ser Leu 
115 

Asp Asp Ala Phe Lys 
330 

Lys Ser Val Met Phe 
145 

mmm ■ 5 

mivwm ■ f 
mm 

Trp His Ala Ser Lys 

1 5 

[0 10 7] SB5>JS-°- : 4 

l»-S£ : 7 

EM 

Ser' Scr Gly Ser Gin 

1 5 

[0109] mmn-& 
mini** ■ 4 

mmmm ■ ^:?-f f 

7 7 ^ >' i- t : «$7 viftVY 

mm 

Ser Trp Tyr Lys 

1 

[0 110] : 7 

&mm ■ io 



His Cys Thr Thr Ala Val He Arg Asn He Asn 

10 15 
Val Asp Lys Arg Glti Pro Val Phe Glu Asp Met: 



25 



30 



Ser Ala Ser Glu Pro Gin Thr Arg Leu He He 

40 45 

Ser Glu Val Arg Gly Leu Ala Val Thr Leu Ser 

55 60 

Xaa Ser Thr Leu Ser Cys Lys Asn Lys He He 



70 



75 



Asp Pro Pro Glu Asn lie Asp Asp He Gin Ser 

90 95 
Gin Lys Arg Val Pro Gly His Asn Lys Met Glu 

105 110 
Tyr Glu Gly His Phe Leu Ala Cys Gin Lys Glu 



120 



125 



Leu He Leu Lys Lys Lys Asp Glu Asn Gly Asp 



135 



140 



Thr Leu Thr Asn Leu His Gin Ser 
150 155 

*K?iK>SS:^7f-F 
77^y m ■ WI8P7 v ?x y V 
mm 

lie Met Thr Pro Gin Gly Lys 
1 5 

co i 0 8] mmm-s 
30 mum- 7*m 



Glu His Val Glu Leu Asn Pro Arg 
10 

40 mmmi ■ k 
m\ 

Leu Asn His Yal Ala Val Glu Leu Gly Lys 

1 5 10 

[oiii] mmmi 
mm&t : 6 

so 7777 ybw. ■ >rB77W y ^ 



(17) tifbW 1 1 - 1 0 0 4 0 0 

31 32 

Ser Phe Ite Leu Val Arg btfui?- : n'ifM 

[0 112] KWf :9 77^ybS:*r^77^>b 
rB^li^ : 15 * 

m\ 

Thr Val Lys Pro Cly Arg Asp Glu Pro Glu Val Leu Pro Val Leu 
15 10 15 

[0 1 1 3] mm% ■ 10 *ffi?ij£Dft£ : 119 

mmm : ii io mmm-.T^m 

IfflWOS : 7 5 J m h #p S>- : HSttt 

mm 

Ser Asn He Val Pro Val Lea Leu Gly Pro Lys 
15 10 

[o l l 4] Blij : 11 * 

m\ 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 

15 10 15 

Ser Val Lys Leu Ser Cys Thr Thr Ser Cly Phe Asn lie Lys Asp lie 

20 25 30 

Tyr lie Tyr Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp Val 

35 40 45 

Gly Arg He Asp Pro Ala Asn Gly Asp Thr Lys Tyr Gly Pro Asn Phe 

50 55 60 

Gin Asp Lys Ala Thr He Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 
65 70 75 80 

Leu Gin Leu Arg Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Arg Arg Gly Asn Tyr Gly Ala Gly Pbe Gly Tyr Trp Gly Gin Gly 

100 105 110 

Thr Leu Val Thr Val Ser Ala 
115 

[0 1 15] EWf : 12 Mm 
ffiMOLi* : 1 08 mWMMi ■ d? 0 H 

mm 

Asp lie Gin Mel Thr Gin Ser Pro Ala Ser Leu Ser Ala Ser Val Gly 

15 10 15 

Glu Thr Val Thr He Thr Cys Arg Ala Ser Gly Asn He His Asn Tyr 

20 25 30 

Leu Ala Trp Tyr Gin Gin Arg Gin Gly Lys Ser Pro Gin lie Leu Val 

35 40 45 

Tyr Asn Ala Lys Thr Leu Ala Asp Gly Val Ser Ser Arg Phe Ser Gly 

50 55 60 

Ser Cly Ser Gly Thr Gin Tyr Ser Leu Asn He Asn Ser Leu Gin Pro 
65 70 75 80 

Glu Asp Phe Gly Thr Tyr Phe Cys Cln His Phe Trp Ser Thr Pro Tyr 



34 



Thr Phc Cly Cly Gly Thr Lys Leu Glu 11c Lys Arg 



100 

[oii6] mim-rs 

ffi?iJOM* : 10 

7 -7 y v m ■ ^rs^7v 7* y y 
mm 

Gly Phe Asn He Lys Asp He Tyr lie Tyr 
15 10 
[0 117] ffi?iJS^ : 14 

w\\ 

Arg He Asp Pro Ala Asn Gly 

1 5 
Asp Lys 
[0 118] fimW'j ■ 15 

mmm : 10 
mm 

Arg Gly Asn Tyr Gly Ala Gly Phe Gly Tyr 
1 5 10 

[0119] m\m ■ i6 

mwm : 1 1 

Arg Ala Ser Gly Asn He His Asn Tyr leu Ala 
1 5 10 

[oi2o] %mm ■ it 

■ n'ltm 

mwmc- ^y^WF 
77^y y m : ffiaia577^ > f 



105 

* mwm ■ is 

7^^>hS- J : «P77^>h 



Asp Thr Lys Tyr Gly Pro Asn Phe Gin 
10 15 



Asn Aia Lys Thr Leu Ala Asp 



[0 12 1] m\W>i- : 18 
S3?IJ£>S2 : 9 

mm 

Gin His Phe Trp 5er Thr Pro Tyr Thr 

1 5 

[0122] mwm-.w 

30 Sr#J©§£ ■ 357 

mm ■ -*« 

ffi?[JOgi|'l : cDMA 

^®£3rtt5^ : mat peptide, 
ftfcffiifl: 1.-357 



mm 

GAG GTT CAG CTG CAG GAG TCT GGG GCA GAG CTT GTG AAG CCA GGG GCC 48 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 

15 10 15 

TCA GTC AAA TTG TCC TGC ACA ACT TCT GGC TTC AAC ATC AAA GAC ATA 96 

Ser Val Lys Leu Ser Cys Thr Thr Ser Gly Phe Asn He Lys Asp He 

20 25 30 

TAT ATC TAG 7GG GTG AAA CAG AGG CCT GAA CAG GGC CTG GAG TGG GTT 144 

Tyr He Tyr Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp Val 



(19) tfUH¥ 1 1 — 1 0 0 4 0 0 

35 36 
35 40 45 

GGA AGG ATT GAT CCT GCC AAT GGT GAT ACT AAA TAT GGC CCG AAT TTC 19Z 
Giy Arg He Asp Pro Ala Asn Gly Asp Thr Lys Tyr Gly Pro Asn Phe 

50 55 60 

GAG GAG AAG GGC ACT ATA ACA GCA GAG ACA TCC TCC AAC AGA GCG TAG 240 
Gin Asp Lys Ala Thr He Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 
65 70 75 80 

CTG GAG GTT CGT AGC CTG ACA TCT GAG GAC ACT GCC GTC TAT TAG TGT 288 
Leu Gin Leu Arg Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

GCT AGA CGG GGT AAC TAG GGG GCG GGG TIT GGT TAG TGG GGC CAA GGG 336 
Ala Arg Arg Gly Asn Tyr Gly Ala Gly Phe Gly Tyr Trp Gly Gin Gly 

100 105 110 

ACT CTG GTC ACT GTC TCT GCA 357 
Thr Leu Val Thr Val Ser Ala 
115 

[0 12 3] E9l#*t : 20 * E^JOffiS : cDM 

mmoiiz ■■ 324 mmm 

mmm ■ mt wmmm ■ «t peptide 

m<0&:z#m 20 #fflug:i..324 

mm 

GAC ATC GAG ATG ACT CAG TCT CCA GCC TCC CTA TCT GCA TCT GTG GGA 48 

Asp lie Gin Mel Thr Gin Ser Pro Ala Ser Leu Ser Ala Ser Val Gly 

15 10 15 

GAA ACT GTC ACC ATC ACA TGT CGA GCA AGT GGG AAT ATT CAC AAT TAT 96 

Glu Thr Val Thr lie Thr Cys Arg Ala Ser Gly Asn lie His Asn Tyr 

20 25 30 

TTA GCA TGG TAT CAG CAG AGA CAG GGA AAA TCT CCT CAG ATC CTG GTC 144 

Leu Ala Trp Tyr Gin Gin Arg Gin Gly Lys Ser Pro Gin He Leu Val 

35 40 45 

TAT AAT GCA AAA ACC TTA GCA GAT GCT GTG TCA TCA AGG TTC AGT GGC 192 

Tyr Asn Ala Lys Thr Leu Ala Asp Gly Val Ser Ser Arg Phe Ser Gly 

50 55 60 

AGT GGA TCA GGA ACA CAA TAG TCT CTG AAT ATC AAC AGC CTG CAG GCT 240 

Ser Gly Ser Gly Thr Gin Tyr Ser Leu Asn He Asn Ser Leu Gin Pro 

65 70 75 80 

GAA GAT TTT GGG ACT TAT TTC TGT CAA CAT TTT TGG AGT ACT CCG TAC 288 

Glu Asp Phe Gly Thr Tyr Phe Cys Cln His Phe Trp Ser Thr Pro Tyr 

85 90 95 

AGG TTC GGA GGG GGG ACC AAG CTG GAA ATA AAA GGC 324 

Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Arg 

100 105 

[0 12 4] : 21 Wmmm ■ sig peptide 

I»-S2:414 1- -57 

P.cOfSf : ZlzMi ^H^STfrSr : mat pept ide 

r # d : ggtf mm : 58 . . 41 4 

(lim^mi ■ cDNA &fK£&£ L f-7??£ : E 

KW)Vm so 



$SUH¥ 1 1 - 1 0 0 4 0 0 



[oi2 5] mm 

EWfi? : 384 

mvmti ■ cdna 

EM<D*ftt 



ATG AAA TGC AGC TGC 


GTT TTT CTC 


TTC 


CTG 


ATG 


GCA 


GTG 


GTT 


ACA 


GGG 


18 


Met Lys Cys Ser Trp 


Val Phe Leu 


Phe 


Leu 


MeL 


Ala 


Val 


Val 


Thr 


Gly 




-15 






-10 










-5 






GTC AAT TCA GAG GTT 


CAG CTG CAG 


CAG 


TCT 


GGG 


CCA 


GAG 


CTT 


GTG 


AAG 


96 


Val Asn Ser Glu Val 


Gin Leu Gin 


Gin 


Ser 


Gly 


Ala 


Glu 


Leu 


Val 


Lys 




1 


5 










10 










CCA GGG GCC TCA GTC 


AAA TTG TCC 


TGC 


ACA 


ACT 


TCT 


GGC 


TTC 


AAC 


ATC 


144 


Pro Gly Ala Ser Val 


Lys Leu Ser 


Cys 


Thr 


Thr 


Ser 


Gly 


Phe 


Asn 


lie 




15 


20 








25 












AAA GAC ATA TAT ATC 


TAG TGG GTG 


AAA 


CAG 


AGG 


CCT 


GAA 


CAG 


GGC 


CTG 


192 


Lys Asp lie Tyr He 


Tyr Trp Val 


Lys 


Gin 


Arg 


Pre 


Glu 


Gin 


Gly 


Leu 




30 


35 






40 










45 




GAG TGG GTT GGA AGG 


ATT GAT CCT 


GCC 


AAT 


GGT 


GAT 


ACT 


AAA 


TAT 


GGC 


240 


Glu Trp Val GSy Arg 


He Asp Pro 


Ala 


Asn 


Gly 


Asp 


Thr 


Lys 


Tyr 


Gly 




50 






55 










BO 






CCG AAT TTC CAG GAC 


AAC GCC ACT 


ATA 


ACA 


GCA 


GAC 


ACA 


TCC 


TCC 


AAC 


288 


Pro Asa Phe Gin Asp 


Lys Ala Thr 


He 


Thr 


Ala 


Asp 


Thr 


Ser 


Ser 


Asn 




65 




70 










75 








ACA GCC TAG CTG CAG 


CTT CGT AGC 


CTG 


ACA 


TCT 


GAG 


GAC 


AC? 


GCC 


GTC 


'm 


Thr Ala Tyr Leu Gin 


Leu Arg Ser 


Leu 


Thr 


Ser 


Glu 


Asp 


Thr 


Ala 


Val 




80 

TAT TAG TGT GCT AGA 


85 

CGG GGT AAC 


TAG 


GGG 


GCG 


GGG 


90 
TTT 


GGT 


TAG 


TGG 


384 


Tyr Tyr Cys Ala Arg 


Arg Gly Asn 


Tyr 


Gly 


Ala 


Gly 


Phe 


Gly 


Tyr 


Trp 




95 


100 








105 












GGC CAA GGG ACT CTG 


GTC ACT GTC 


TCT 


GCA 














414 


Gly Gin Gly Thr Leu 


Val Thr Val 


Ser 


Ala 
















no 


115 




















: 22 




* mmm 




sig peptide 





1..60 

IffltfcfttK^ ■ mat peptide 
#£ffig:6i..384 



ATG AGT GTG CTC ACT 


CAG GTC CTG 


GCG 


TTG 


CTG 


CTC 


CTG 


TGG CTT 


ACA 


48 


Met Ser Val Leu Thr 


Gin Val Leu 


Ala 


Leu 


Leu 


Leu 


Leu 


Trp Leu 


Thr 




-20 


-15 






-10 








-5 




GGT GCC AGA TGT GAC 


ATC CAG ATG 


ACT 


CAG 


TCT 


CCA 


GCC 


TCC CTT 


TCT 


96 


Gly Ala Arg Cys Asp 


lie Gin Met 


Thr 
5 


Gin 


Ser 


Pro 


Ala 


Ser Leu 
10 


Ser 




1 

GCA TCT GTG GGA GAA 


ACT GTC ACC 


ATC 


ACA 


TGT 


EGA 


GCA 


AGT GGG 


AAT 


144 


Ala Ser Val Gly Glu 


Thr Val Thr 


He 


Thr 


Cys 


Arg 


Ala 


Ser Gly 


Asn 




35 


20 










25 








ATT CAC AAT TAT TTA 


GCA TGG TAT 


CAG 


CAG 


AGA 


CAC 


GCA 


AAA TCT 


CCT 


192 


lie His Asn Tyr Leu 


Ala Trp Tyr 


Gin 


Gin 


Arg 


Gin 


Gly 


Lys Ser 


Pro 




30 


35 








40 










CAG ATC CTG GTC TAT 


AAT GCA AAA 


ACC 


TTA 


GCA 


CAT 


GGT 


GTG TCA 


TCA 


240 


Gin He Leu Val Tyr 


Asn Ala Lys 


Thi- 


Leu 


Ala 


Asa 


Gly 


Val Scr 


Ser 





[0126] mm-m 
mw>m ■ 248 





39 








40 


45 






50 




55 60 


AGG 


TTG AGT 


GGC 


AGT GGA TCA 


GGA 


ACA CAA TAG TCT CTG AAT ATC AAC 288 


Arg 


Phe Ser 


Gly 


Ser Gly Ser 


Gly 


Thr Gin Tyr Ser Leu Asn lie Asn 








65 




70 75 


AGO 


CTG CAG 


CCT 


GAA GAT TTT 


GGG 


ACT TAT TTC TCT CAA CAT TTT TGG 336 


Scr 


Leu Gin 


Pro 


Glu Asp Phe 


Gly 


Thr Tyr Phe Cys Gin His Phe Trp 






80 






85 90 


AGT 


ACT CCG 


TAG 


ACG TTC GGA 


GGG 


GGG ACC AAG CTG GAA ATA AAA CGG 384 


Ser 


Thr Pro 


Tyr 


Thr Phe Gly 


Gly 


Gly Thr Lys Leu Glu He Lys Arg 




95 






100 


105 


!■ : 23 
























lr/yij 








* 




Glu 


Val Gin 


Leu 


Gin Gin Ser 


Gly 


Ala Glu Leu Val Lys Pro Gly Ala 


1 






5 




10 15 


Ser 


Val Lys 


Leu 


Ser Cys Thr 


Thr 


Ser Gly Phe Asn He Lys Asp He 






20 






25 30 


Tyr 


lie Tyr 


Trp 


Val Lys Gin 


Arg 


Pro Glu Cln Gly Leu Glu Trp Val 




35 






40 


45 


Gly 


Arg lie 


Asp 


Pro Ala Asn 


Gly 


Asp Thr Lys Tyr Gly Pro Asn Phe 




50 




55 




60 


Gin 


Asp Lys 


Ala 


Thr He Thr 


Ala 


Asp Thr Ser Ser Asn Thr Ala Tyr 


65 






70 




75 80 


Leu 


Gin Leu 


Arg 


Ser Leu Thr 


Ser 


Glu Asp Thr Ala Val Tyr Tyr Cys 








85 




90 95 


Ala 


Arg Arg 


Gly 


Asn Tyr Gly 


Ala 


Gly Phe Gly Tyr Trp Gly Gin Gly 






5 00 






105 110 


Thr 


Leu Val 


Thr 


Val Ser Ala 


Gly 


Gly Gly Gly Ser Gly Gly Gly Gly 




115 






120 


125 


Ser 


Gly Gly 


Gly 


Gly Ser Asp 


lie 


Gin Met Thr Gin Ser Pro Ala Ser 




130 




135 




140 


Leu 


Ser Ala 


Ser 


Val Gly Glu 


Thr 


Val Thr He Thr Cys Arg Ala Ser 


145 






150 




155 160 


Gly 


Asn He 


His 


Asn Tyr Leu 


Ala 


Trp Tyr Gin Gin Arg Gin Gly Lys 








165 




170 175 


Ser 


Pro Gin 


He 


Leu Val Tyr 


Asn 


Ala Lys Thr Leu Ala Asp Gly Val 






180 






185 190 


Sei- 


Ser Arg 


Phe 


Ser Gly Ser 


Gly 


Ser Gly Thr Gin Tyr Ser Leu Asn 














Ile 


Asn Ser 


Leu 


Gin Pro Glu 


Asp 


Phe Gly Thr Tyr Phe Cys Cln His 




210 




215 




220 


Phe 


Trp Ser 


Thr 


Pro Tyr Thr 


Phe 


Gly Gly Gly Thr Lys Leu Glu lie 


225 






230 




235 240 


Lys 


Arg His 


His 


His His His 


His 





245 

msmmfflin res 2] tv-tmmh b # 1 1 7 - 1 0 c % 

[HI] t;*n-t;14iftMAb#l 17- IOC ffl<,^r>xX£y • 7n?r-f y^ffilCfcDnJEfbL 

t\ I 5.-1 8 btikaLX L A 2 8«&tf IL- 1 8 50 ft, C MIJ© I L- 1 8 Rigfifl«W.ti*»iHt">r 



im-n i l - 1 8 Rigencis i l - 1 ws-rn 
[gi4] i l— i s RmmK^y^u-i-Mmuk 

b # 1 1 7—1 0C*Jlf^5<TAy'77w , -7 L -r-^Ci 

So 

[05] I L-l 8RgSao^^ H-T-y 7^?* 



) 1 1 - 1 0 0 4 0 0 

42 

* IMADNA TpCDM/1 1 7-VL-V 

II J «^t0T$§„ 

pCDM/l 1 7-VL-VH cDNA 
t/^n-fWftMA b # 1 1 7 - 1 0 CtfcttSTi 
P,Stfg^©^ItM^3- K <T3 c D N A 

Pcmv iMMarn^ 





1MB SB Cnj/nO 









i 




M ■ 


1 




n 









[05] [0 6] 




(51) Inf.. CI. 11 




mm* 


F I 






C12N 


5/10 




GO 1 N 


33/53 


D 


C 1 2 P 


21/08 


ZN A 






P 


G 0 1 N 


33/53 




C 0 7 K 


33/577 
14/54 


B 




33/577 




A 6 1 K 


37/02 


ABB 


// C 0 7 K 


14/54 




C 1 2N 


5/00 


B 


C 1 2N 


15/02 






15/00 


C 


(CI 2N 


5/10 










C 1 2 R 


1:91) 










(C 1 2 P 


21/08 










C 1 2 R 


1:91) 











oimmmm- wf-9-215490 

(32) !?cB ¥9 (1997) 7^289 

(33) ^M'i .'{.J -I W(JP) 



